We report monozygotic twins concordant for 22qI1.2 deletion but discordant for clinical phenotype. Both boys -show the typical dysmorphic features with short palpebral fissures, square nasal tip, small mouth, and both have nasal speech, but only one twin had a heart defect. They show that the phenotypic variability seen in this microdeletion syndrome cannot be explained on the basis of genotypic differences alone.
Heart malformations are more common in MZ twins and usually affect only one of the pair.-"'7 Thus it could be argued that the heart defect in twin 1 resulted from the twinning process rather than the chromosome deletion. However, the incidence of tetralogy of Fallot is much higher in children with chromosome 22ql 1 deletions than it is in MZ twins. The heart defect in twin 1 is almost certainly the result of the chromosomal abnormality.
The fact that only one of the twins has a cardiac defect indicates that either chance or other nongenetic factors influence cardiac development when there is such a deletion. It is interesting that the twin with tetralogy of Fallot was the smaller twin. The twinning process imposes a growth disadvantage which, depending on the blood flow to each twin, may be more severe in one than the other. This is one of the mechanisms which may account for discordance of malformations in twin pairs. Other influences of the twinning process which may cause discordant cardiovascular anomalies include disturbance of laterality and placental vascular anastomoses leading to twin-twin transfusion. Whichever mechanism is invoked, the most plausible hypothesis is that 22ql 1 deletion predisposed this monozygotic twin pair to heart malformation and the additive effect of the twinning process caused one of the pair to manifest a heart defect.
The fact that the genotype does not account for all the phenotypic differences in this family implies that we are unlikely to find genetic explanations for all of the phenotypic variation seen within dominant families. This being the case, counselling such families, particularly about prenatal tests, will continue to be difficult as the phenotype cannot be accurately predicted from the genotype.
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